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The Begining of the End for BCG Monotherapy

o . BCG Will Face Increased Competition in IR NMIBC
Challenges of Administration «  UGN-102 ENVISION Trial

Phase 3, single-arm 240 patients with LG-IR-NMIBC

* Participants received six weekly bladder instillations

* Efficacy and safety of UGN-102 as a primary chemoablative

therapy using a MMC-containing reverse thermal gel

* General side effects ANATOMY OF BLADDER .

4 |AND BCG TREATMENT

* |ntolerance in 5%
e Dwell Time
* Treatment intensity

|44 Beg is dalivered through
1|t|  acatheter directly into

* CR at 3 months: 79.6% ?f 7 —
Oddens et al, Eur Urol 2013 Mar;63(3):462-72 |
* DOR at 12 months: 82.3%

76.7% SO%

(95% €I, 61.4-92.3)

A targeted agent Will Drive Precision Care Prasad et al, ) Urol 2025 S —
* THOR 2: Cohort 1 (n=73): ( Erdafitinib vs IV Chemo) Novel Agents are Improving Drug Delivery Over BCG
* HRO0.28(95% CI 0.1-0.6; p=0.0008) * Sunrise 1 Phase 2b Randomized Trial
,. R * CRrate in patients with HR NMIBC CIS (Cohort 2)
. Ft‘:i“ﬂhm _E’d_?fiti"ib _ CR Rate in Patients With HR NMIBC CIS (Cohort 2)

RFS (%)

(95% €I, 57.7-90.1)

Overall CR Rate, %

Centrally assessed  Investigator assessed LOW tOX|C|ty

(N=30)bs (N=30)b<

AUA 2023
Catto et al. Annals of Oncology 35(1);98-106,2024



The Begining of the End for BCG Monotherapy(il)

mmm BCG Shortage

_ o Novel Agents Have More Convenient Treatment Schedules Than BCG
* Many urologist have had limited access

* BCG Unresponsive setting
* Nadofaragene Firadenovec

HR-RF (57 mo. F/U; CIS: 5.8%; no CIS: 13%)
* 5-year CFS; CIS:43%: no CIS : 59%

Chemotherapy is Challenging BCG as Frontline

BRIDGE TRIAL: ECOG-ACRIN EA8212: BCG Naive Setting

e Dosed intravesically
PRnr— g3months X 5

Accrual Goal: 870 —

Boorjian, JCO 2020;38:442
Kates et al Eur Urol Focus. 9(4):561-563, 2023

Novel Agents are Synergistic with BCG
* Quilt-3.032: BCG+ALT-803(N-803)
* CR; 71% (Cohort A); DOR>12mo. 61,6%

A Tima to Complets Responsa and Duration of Complete Response

Combination BCG+IO Trials
e Crest, Potomac, Alban, Keynote 676

Agent Study | Eligible Study Design
Size Population

.|H

CREST Sasanlimab 1070 Event Free Cohort 1: Sasanlimab + BCG (IND + g ‘.?.'=
Surv MAIN) vs BCG (IND + MAIN) alone H — = gl
POTOMAC Durvalumab+ 1300 Dis Free Surv  Durvalumab+BCG (IND+MAIN) vs § . L

BCG Durv+BCG (IND) vs BCG (IND+MAIN)

KEYNOTE- Pembro + BCG 1405 Event Free Cohort 1: BCG-P vs BCG
676 Surv Cohort 2 BCG-P (Full vs Reduced
MAIN) vs BCG monotherapy

ALBAN Atezolizumab + Rec Free BCG + Atezolizumab vs BCG [IND/
BCG Surv MAIN for all)

Chamie et al; NEJM 2023; 2(1)




Why Do We Conduct Clinical Trials?

LEVELS OF EVIDENCE
(Evidence Pyramid)

SYSTEMATIC REVIEWS
& META-ANALYSES
Synthesize results from

multiple studies to provide
the highest level of evidence.

/ RANDOMIZED CONTROLLED
[ ] TRIALS (RCTs)

0ve
' ‘ Participants are randomly assigned
/ to intervention or control groups to

minimize bias.

COHORT STUDIES

L Y
.. Observational studies that follow a group
/ of people over time to assess outcomes.

e To determine whether a treatment is safe and

AL e effective

EVIDENCE
* * To compare new interventions with current

standards of care

* To improve patient outcomes and quality of life

* To generate high-quality scientific evidence

* To guide clinical practice and healthcare decisions

CASE-CONTROL STUDIES

. Compare people with a condition (cases)
< to those without (controls) to identify
possible risk factors.

w2 CASE SERIES / CASE REPORTS
_t Detailed descriptions of a small number of
= patients or a single case.

EXPERT OPINION /
BACKGROUND INFORMATION

Based on clinical experience, expert consensus,
or basic research. Lowest level of evidence.

* To advance medical knowledge and innovation

v
WEAKEST
EVIDENCE

Fundacié Puigvert




Clinical Trials: HR-NMIBC BCG naive:Design

Arm A
Patient Population: Primary endpoint
Sasanlimab + EFS:AvsC
) BCG-Induction + Maintenance (I+M) (recurrence of high-grade disease,
* BCG-naive, progressive disease, persistence of
_r|1_|1ght-]r|sr|1< NM(;BC_:I_: N=1055 Arm B CIS, death from any cause)
, high-grade Ta, :
and/or CIS ( Randomization ] N Key secondary endpoints
| ]
ALBAN - Study design
BCG-naive patients, with high-risk Primary endpoint
NMIBC after first and second look EFS
TURBT: I BCG: once aweek for 6 weeks (induction phase)
: . : once a week for 3 weeks at 3, 6, 12 months =
« High-nsk defined as the presence of (maintenance phase) pr secondary endpoints
any high-grade/grade 3 Ta, T1 - : High-grade RFS
tumars andior CIS { 1R1 \ Atezolizumab: 1200 mg; IV, q3w for up to 1 year " PFS
AL __/"
* No prior BCG therapy | BCG: once a week for 6 weeks (induction phase) 0S8
+ Absence of metastatic disease in once a week for 3 weeks at 3, 6, 12 months DOR
the pelvis, abdomen, or chest TR o) | Safety
« ECOG PS of 0-2 QoL
' CIS: carcinoma in situ; DOR, duration of response; EFS: Event-Free Survival, OS, Overall
Survival, PFS: Progression-Free survival, QolL, Quality of Life; RFS: Recurrence-Free Survival

(23cm)

» Safety

BCG (I+M) * EORTC QLQ-C30

N=340 BCG Induction
Weekly x 6 weeksP

BCG Maintenance
3 weekly doses at

3m 6m 12m 18m

—

Shore ND et al, Nat Med 2025; De Santis M et al, Lancet 2025; Rouprét M et al, Ann Oncol 2025



Clinical Trials: HR-NMIBC BCG naive:Design and Results

Parameter
Start date

Completion date
Locations

Central path review

Baseline T-stage

Experimental ICI Treatment
Duration (ICI + BCG [I+M])

Control BCG Treatment Duration
(BCG [I+M])

Re-induction allowed

EFS / DFS Definition

Targeted / Actual HR (ICl + BCG
vs BCG)

Projected / Actual BCG Control

CREST
December 2019
December 2024

US, Canada, WU, Asia, Aus

Yes (retrospective)

58% T1 / 15% Pure CIS

24 months

24 months

Yes (CIS and HG Ta)

High grade NMIBC; Persistent CIS
at 6m; MIBC; mUC; Death

0.69/0.68

Median EFS 24m / NR

POTOMAC
May 2018
April 2025

WU, Asia, Aus

Yes (retrospective)

58% T1 / Pure CIS NR

12 months

24 months

Yes (CIS)

High grade NMIBC; Persistent CIS
at 6m; MIBC; mUC; Death

0.63/0.68

24m DFS 71% / 82%

ALBAN
January 2019
June 2025

France, Belgium, Spain

Yes (retrospective)

39% T1 / 7% Pure CIS

12 months

12 months
No (Maintenance allowed at 3m
for CIS)

High grade NMIBC; Low-grade
NMIBC; Persistent CIS at 6m;
MIBC; mUC; UTUC any grade;
Death

0.63/0.98

24m EFS 70% / 75%

Shore ND et al, Nat Med 2025; De Santis M et al, Lancet 2025; Rouprét M et al, Ann Oncol 2025



: Clinical Trials: HR-NMIBC BCG naive: Levels of Evidencie

CREST & POTOMAC ALBAN

Higher-risk HR-NMIBC population (=58% Lower-risk HR-NMIBC population (=39%
T1) T1)

Full/relevant BCG maintenance durationin  Truncated BCG maintenance duration in the
the control arm control arm

Demonstrated EFS/DFS benefit with ICI + No EFS benefit observed

BCG

Clinical question: Does adding ICI to Clinical question: Does adding ICI to
adequate BCG improve outcomes in higher- truncated BCG improve outcomes in lower-
risk patients? risk patients?

Answer: YES @ Answer: NO X

Shore ND et al, Nat Med 2025; De Santis M et al, Lancet 2025; Rouprét M et al, Ann Oncol 2025




— Impact of Recurrence events in NMIBC

Additional BCG-Unresponsive Treatments
e  Gemcitabine/Docetaxel
 Nadofaragene firadenovec
Nogapendekin alfa inbakicept(NAI)+BCG
« HIVEC

e  Pembrolizumab

Additional procedures

*  Cistoscopies g/3mo.

* TURBTs /RB

Cystectomy

Urinary symptoms /QolL

Cost

Summary of evidence - treatment failure of intravesical therapy

Summary of evidence LE
Prior intravesical chemotherapy has no impact on the effect of BCG instillation. 1a
Treatments other than RC must be considered oncologically inferior in patients with BCG- 3

unresponsive tumours.

w Guidelines

Fundacio Puigvert




Patient Views on Bladder Preservation

Clinical-Bladder cancer
Patient experience and unmet needs in high-risk nonmuscle-invasive
bladder cancer: Insights from qualitative interviews and a
cross-sectional survey

Lewis Kopenhafer, B.A.™*, Allison Thompson, PharmD", Jane Chang, M.PH",
Slaven Sikirica, M.Sc., M.B.A.", Elizabeth T. Masters, M.P.H., M.Sc.”,
Joseph C. Cappelleri, Ph.D., M.P.H., M.S.%, Eugenia Y. Peck, Ph.D.%,
Martine C. Maculaitis, Ph.D., M.A.*
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Fig. 2B. Importance of being able to keep bladder and avoid radical cys-
tectomy — Phase 2: Quantitative survey.

L. Kopenhafer et al. / Urologic Oncology: Seminars and Original Investigations 42 (2024) 70.e1 —=70.e10




Any Grade 3—-4 AE

Treatment-
Related Adverse
Events (TRAEs) Gr
3-4

Immune-Related
Adverse Events
(irAEs) Gr 3-4

Corticosteroid Use

Discontinuation of
Study Treatment
Due to TRAE

TRAE Death

CREST S + BCG
(1+M)

49%

29%

16%

20%

26%

0%

Impact of IClI Toxicity

POTOMAC D +

CRESTBCG (I+M) | - (1+M)
26% 34%

6% 21%

0% 8%

<1% 16%

9% 27%

0% 0%

POTOMAC BCG
(1+Mm)

17%

4%

<1%

<1%

17%

0%

ALBAN A + BCG
(1+M)

40%

23%

6%

NR

29%

0%

Shore ND et al, Nat Med 2025; De Santis M et al, Lancet 2025; Rouprét M et al, Ann Oncol 2025

ALBAN BCG (I+M)

24%

9%

1%

NR

9%

0%

Fundacio Puigvert




Key Considerations in High-Risk NMIBC
Treatment Decisions

Disease
characteristics
Tumor stage, grade,

risk of recurrence
and progression

Comorbidities

Medical conditions
that may influence
treatment choice /'

Patient preferences
and QOL

Individual values,
priorities, and quality

of life considerations

P

Access and cost

Availability of treatment
and financial
considerations

Y,

Efficacy profile

Evidence of disease
control and long-term
outcomes

Safety and
tolerability profile

Risk of adverse events
and overall tolerability

duration, and
experience

duration, and route of
administration

Well-informed
specialists
Multidisciplinary input
and shared decision-
making

y

Treatment schedule,

Dosing frequency, treatment

©

Optimal care in high-risk NMIBC requires a multidimensional,
patient-centered approach tailored to each individual.




Take-Home Messages

1. Level 1 Evidence Supports BCG + Immunotherapy
High-quality randomized evidence now supports the addition of immune checkpoint inhibitors (ICl) to
intravesical BCG in patients with BCG-naive high-risk NMIBC.

2. Clinical Benefit Outweighs the Added Toxicity in Selected Patients
The addition of ICI to BCG provides a meaningful clinical benefit, particularly in patients at the highest risk of
recurrence, progression, and metastasis, while maintaining an acceptable safety profile.

3. Treatment Decisions Should Be Individualized

Optimal management requires shared decision-making, integrating:
*Disease risk

*Expected efficacy

*Toxicity profile

*Patient preferences and quality of life

*Treatment burden and access

Conclusion: BCG+IO is the logical step for shared decision making with HR-NMIBC patients
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